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IN THE CLAIMS: 

The claims set forth below with amendments 'as indicated will replace all prior 
visions and listing of claims in the application. 

1, (currently amended) A compound of the fonnnula I 



or a stereoisomeric form or a pharmaceutically acceptable salt of the 
compound of the formula I, wherein 

A is -(Ci-C6)-alkyl, in which alkyi Is straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by 

-O'R^ or 



-C(0)-0R\ 
-C(0)-NR^R\ 

-C(0)-NR^-S02R\ 

-NR^R\ 

-CN, in which R^ is 
hydrogen, 
-(Ci-C6)-allcyi, 
-(C6-Ci4)aryl or 

fluoroallcyl of the fonmula -CnHxFy or f luoroalkoxy of 
the formula -OCnHxFy, wherein n is an integer from 1 
to 6, X is an integer from 0 to 1 2, y is an integer from 
1 to 13 and sum of x and y is 2n + 1 , 



R 




-O-R', 
-SR\ 
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-S(0)-R' 

-S(0)2-R^ 

-C(0)-0r\ 

f luoroalkyi of the formula -CnHxFy or f luoroalkoxy of the formula 
-OCnHxFy, wherein n is an Integer from 1 to 6, x is an integer from 0 to 
12, y is an integer from 1 to 13 and sum of x and y is 2n + 1 , 

-C(0).NR^R\ 

-C(0)-NR^-S02R\ 

-NR^R\ 

-CN, 

monocyclic or polycydic heteroaryl having from 5 to 14 ring members, 
which contains 1 to 5 heteroatoms as ring members, wherein 
heteroatoms are selected from N, O and S, and in which heteroaryl is 
unsubstltuted or optionally substituted once or more, independently of 
each other, by R^, in which R^ is 

-(Ci-C4)-alkyl, 
"OH, 

-0-(Ci.C4)-aIlcyl, 
halogen, 

-N(R^-R^ In which R^ and R"* are, independently of 
each other, hydrogen atom or -(Ci-C4)-alkyI, 

f luoroalkyi of the fomnula -CnHxFy or fluoroalkoxy of 
the formula -OCnHxFy, wherein n is an integer from 1 
to 4, X is an integer from 0 to 8, y Is an integer from 1 
to 9 and sum of x and y is 2n + 1, 

-CN, 
-SR\ 

-S(0)-R\ 

-S(0)2-R^ or 
-C(0)^NR^R\ 

-(C3-C6)-cycfoalkyl, in which cyctoalkyt is unsubstrtuted or substituted, 
once or more, independently of each other, by R^, and R^ is defined 
as above, 

monocyclic or bicyclic heterocycle having from 5 to 12 ring members, 
which contains 1 to 5 heteroatoms as ring members, wherein 
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heteroatoms are selected from N, O and S, and in which heterocycle 
is unsubstituted or substituted, once ornnore, independently of each 
other, by R^, and is defined as above. 



-0(CH2)a-, in which a is an integer from 1 to 4, 
O. S, NR^ -C(0>, -NR2-C(0)-. -C(0)-NR^-, -NR^^SOa^. 
-SOg-NR^ . -NR^-C(0)-NR^-, and R^ Is defined as above, or 
-{Ci-C4)-alkylene, in which alkylene is straight-chain or 
branched and is optionally substituted, once or more, 
independently of each other, by R\ and R^ is defined as 



D is -(Ci-C6)-alkyl, in which alkyi is straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by R\ and R^ Is defined as above, 

monocyclic or polycyclic heteroaryl having from 5 to 14 ring 
members, which contains 1 to 5 heteroatoms as ring 
members, and in which heterdaryl is unsubstituted or is 
substituted once or more, independently of each other, by 
R^, and R^ is defined as above, 

monocyclic or bicyclic heterocycle having from 5 to 12 ring 
members, which contains 1 to 5 heteroatoms as ring 
members, and in which heterocycle is unsubstituted or 
substituted, once or more, independently of each other, by 
R^, and R^ is defined as above, 

-(C6-Ci4)-aryl, in which aryl is unsubstituted or substituted, 
once or more, independently of each other, by R^, and R^ is 
defined as above, or 



-(C3-C6)-cycloalkyl, In which cydoalkyl is unsubstituted or 
substituted, once or more, independently of each other, by 
R^, and R^ is defined as above, or 

B-D is hydrogen, 



halogen. 

f luoroallcyl of the formula •-CnHxFy or fiuoroalkoxy of the 
formula -OCnHxFy, wherein n is an Integer from 1 to 4, x Is 



Bis 



a covalent bond 



-C=CR^^, 



above, 
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an integer from 0 to 8, y i$ an integer from 1 to 9 and sum of 
xandy is 2n + 1, 

-(CH2)a-Y-R^ in which a is an integer from 1 to 4, Y Is O. S. 
NR^ and Is 

-(Ci-C6)-alkyli 
-(C6-Ci4)-aryl, 
-(Ca-Cehcycloallcyl, and 

R is hydrogen, 

-(Ci-Ce)-a!kyl, or 

-(C6-Ci4)-aryI-(Ci-C6)-allcyl, in which aryl is unsubstituted or 
substituted, once or more, independently of each other, by 
R^ and Is defined as above, and 

X and Z are identical or different and are, independently of each other 
selected from: 

hydrogen atom, 

-(Ci^C4)-all<yl, 

-OH 

-0-(Ci-C4-all<yl), 
halogen, 

fluoroalkyi of the formula -CnHxFy or fluoroalkoxy of the 

formula -OCnHxFy, wherein n is an integer from 1 to 6, x Is 

an integer from 0 to 12. y is an integer from 1 to 13 and sum 

of X and y is 2n -H 1, 

-C(0)-0R\ 

-C(0)-NR^R\ 

-C(0)-NR^-S02R\ 

-NR^-C(0)-NR'r\ 

-NR'-C(0)-R\ 

-NR'-C(0)-0R\ 

-0-C(0)-NR^R\ 

-CN, 

-sr\ 

-S(0)-R\ 
-S(0)2-R\ 

-S(0)2-NR'r\ 

-NR'-SOz-R', in which R^ is as defined above, 
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monocyclic or bicyclic heterocycle having from 5 to 12 ring 
members, which contains 1 tcf 5 heteroatoms as ring 
members, wherein heteroatoms are selected from N, O and 
S, and in which heterocycle is unsubstituted or substituted, 
once or more, independently of each other, by R^, and is 
defined as above, or 

-(C3-C6)-cycloallcyl, In which c^oloalkyi is unsubstituted or 

substituted, once or more. Independently of each other, by 

R^ and R^ is defined as above, 
with the proviso that when 

A is -(CTC6)-all<yl, in which alkyi is straight-chain or 
branched and is optionally substituted, once or 
more, independently of each other, by -O-R^ or - 
C(0)-OR^ , in wh i ch R"^ is hydrogen, (C.^ C^) allty lr 

-O-R^ , in which R^ is as dofinod in this provioo, 

-C(0)-0R\ in which R^ is a s d e fin e d rn - tl ^ 
gpovte^ hydrogen or -fCi-Cfi^-alkvl. or 

monocyclic or polycyclic heleroaryl having from 5 
to 1 4 ring members, which contains 1 to 5 
heteroatoms as ring members, wherein 
heteroatoms are selected from N, O and S, and 
in which heteroaryl is unsubstituted or optionally 
substituted once or more, independently of each 
other, by R^, in which R^ is 

hydrogonv 

-(Ci-C4Mkyl, 

-OH, 

-0-(Ci.C4)-alkyl, 
halogen, or 

-N(R^.R^ in which R^ and R^ are, 
independently of each other, hydrogen atom or 
-(Ci-C4)-a!kyI, then: 

B is not a covalent lx)nd or-(Gi-C4)-alkylene. 

2. (original} A compound of the formula I as claimed in claim 1, wherein 

A is -(Ci-C3)-alkyl, in which alkyI is straight-chain or branched and is 
optionally substituted, once or more, independently of each other, by 

-0-R\ or 

-C(0)-0R\ in which R^ is 
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hydrogen, 
-(Ci-C3)-alkyI, or 
-CF3 

f luoroalkyi of the formula -CnHxFy or tluoroalkoxy of the formula 
-OCnHxFy, wherein n is an integer frdm 1 to 3, x is an integer from 0 
to 6p y is an integer from 1 to 7 and sum of x and y is 2n + 1 , 

B is a covalent bond or O, 

D is phenyl or naphthyl, in which phenyl or naphthyl is unsubstituted 
or substituted, once or more, independently of each other, by R^, in 
which is 

fluorine, chlorine or bromine, 
-OH, 

-SR\ In which is defined as above, 

-(Ci-C4)-alkyl 

.0-(Ci-Cz)-alky] or 

-N(R>R , in which R^and R"* are, Independently of 
each other, hydrogen atom or-(Ci-C3)-alkyl, 

heteroaryl selected from the group consisting of 
pyridyi, furanyl, pyrrolyl, Isoxazolyl, benzofuranyl, benzothiophenyl, 
quinolinyl, isoquinolinyl» quinoxalinyl and thiophenyl, in which 
heteroaryl is unsubstituted or substituted, once or more, 
independently of each other, by R^ in which R^ is defined as above 
or 

-(C4-C6}'Cycloa]kyl, in which cycloalkyi is 
unsubstituted or sut^stituted, once or more. Independently of each 
other, by R^, and R^ is defined as above, or 

B-D is ((CH2)a-Y-R^, in which a is an integer from 1 to 2, Y is O and R® 
is -(Ci-CaValkyl. and 

R is hydrogen, 

-(Ci-C3)-alkyI, or 
-phenyl-(Ci-C3)-alkyl, and 

X and Z are identical or different and are, independently of each 
other, hydrogen, -C(0)-0(Ci-C3)alkyl, -OCH3, -N(CH3)2 or halogen. 

3. (original) A compound of the formula 1 as claimed In claim 1 , wherein the 
compound of the formula I is selected from the group consisting of: 
5-pyridin-2-yl-3-trifluoromethyH H-pyrazolo[4,3-c]isoquinoline, 
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3-methyl-5-{2-trifluoromethyl-phenyl)-lH-pyrazoIo[4,3-c]isoquinoline, 

3-methyi-5-(3-trifluoromeihyl-phenyl)-1 H-pyrazolo[4,3"Clisoquinoline, 

3-methyl-5-(4-trifluoromethyl'phenyl)-1H~pyrazolo[4,3-c]isoquinDline, 

1 ,3-dimethyl-5-(3-trffluoromethylphenyl)-1 H'-pyrazolo[4,3-c]-isoqulnoline, 

5-phenyl-3-trifluorornethyl-lH-pyrazolo[4,3-c]isoquinoline, 

1 ,3-dimethyl-5-(3-trifluoromethylphenyl)-1 H"pyi^olo[4,3-c^^ 

1 ,3-dimethyl-5-(2,6-dffluorophenyl)"l H-pyra[zolo[4,3-G]Hsoqu[noline, 

1 -benzyl-5"Cyolohexyl-3-methyH H-pyrazolo[4»3-c]-i80quinoline, 

1 -benzyl-5-naphthyl-3-m©thyl-1 H-pyrazolo[4,3-cl-isoquinoline, 

5- methoxymethyl-3-methyl-1H-pyra2olo[4,3-c}-isoqulnoIine, 
7-methoxycarbonyl-3-methyI-5-phenyl-1H-pyrazoloI4,3-c>isoquinoline. 
7-methoxycarbonyl'%3-methyl-5-pyridln-2-yHH-pyrazolo[4,3-cl- 
isoquinoline» 

7<limGthylaminO'3-methyl-5-phenyl-1H-pyra2olo[4,3-c]isoquinoline, 

7- dimethyIamino-3-methyl-5-pyridin-2-yl-1H-pyrazolo[4,3-c]-isoquinolin 

6- dimethylamin6-3-methyl-5-phenyl-1H-pyrazo!ol4,3-c]isoqulnollne, 
6-dlmethylamlno-3-methyl-5-pyridln-2-yl-1H-pyrazolo[4,3-c]-isoqu 

8- dimethylamino-3-rnethyl-5-phenyI-1H-pyrazolo[4,3-c]isoqiiinoline, 
8-dimethylamino-3-methyl-5-pyiidin-2-yl-1 H-pyrazolo[4,3-c]-EsoquinoIlne, 
1 »3-dimethyl-5-(3-methyl-thiophen-2-yl)-1 H-pyrazolo[4,3-c]-isoquinoline» 
3-melhyl-5-phenyl-9-trifluoromethyl-1H-pyrazolo[4,3<:}isoquinolcnG, 
3-methyl-5-pyridin-2-yl-9-trifluoromethyl-1H'-pyrazolo[4,3<l-isoquino 
and 

3-methyl-5-(2,3,4,5,6-pentafluoro-phenyl)-1H-pyrazolo[4,3-c]-isoquinolin 

4. (canceled) 

5. (withdrawn) A phannaceutical composition comprising a therapeutically 

effective content of at least one compound of the formula I as claimed in 
claim 1 together with a pharmaceutically sUrtabie carrier optionally in 
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combination with a suitable additive, other active compounds and auxiliary 
substances. 

6. (withdrawn) A method of treating a disease condition associated with the 

increased activity of NIK comprising administering to a patient suffering 
from said disease condition a therapeutically effective amount of a 
compound according to claim 1 . 

7. (withdrawn) The method as claimed in claim 6, wherein the compound is 

according to claim 2. 

8. (withdrawn) The method as claimed in claim 6 wherein said compound is 

selected from the group consisting of: 

5-pyridin-2-yi-3-trifluon;>m.ethyl-1H-pyrazolo[4,3-cllsoquinollne. 

3-methyl-5-(2-trifluoromethyf-phenyl)"1H-pyrazoIo[4,3-c]isoquinolrn©, 

3-methyl-5-(3-trifluoromethyl-phenyl)-1H-pyrazolo[4.3-clisoquinoline, 

3-methyl-5-(4-trifluoromethyl-phenyl)-1H-pyrazoloI4,3-clisoquinoline. 

i,3-dimethyI-5-(3-trifluoromethylphenyl)-lH-pyrazolo[4,3-cl-isoqu[nollne, 

5-phenyl-3-trilluoromethyl-1H-pyra2olol4.3-c]isoquinoline, 

1,3-dimethyl-5-(3-trifluoromethylphenyl)-1H'pyrazolo[4,3"C]HsoquinoIine, 

1.3-dimethyl-5-(2,6-difluorophenyl)-1H-pyrazolo[4,3-cl-isoquinoline, 

1 -l)enzyl-5-cyclohexyl-3-methyH H-pyrazoloI4,3-c}-isoquinoline, 

1 -benzyl-5-naphthyl-3-methyl-1 H-pyrazolol4,3-c]"isoquinollne, 

5-methoxymethyl-3-methyl-1H-pyrazolo[4,3-c]-isoquinoline, 

7-methoxycarbonyl-3-methyI-5-phenyt-1 H-pyra2olo[4,3-cl-isoqulnollne, 

7-methoxycarbonyl-3-methyl-5-pyridin-2-yl-1H-pyrazolo[4,3-cl- 

isoquinoline, 

7-dimethylamino-3-methyI-5-phenyl-1H-pyrazolo[4,3-c]isoquinoline, 
7-dimethylamino-3-methyl-5-pyridin-2-yl-1 H-pyrazolo[4,3-c]-isoquinoline, 
1,3-d[methyl-5-(3-methyl-thiophen-2-yf)-1 H-pyrazolo[4,3-c]-lsoquinoline, 

USAV2003/01 10 US MP -9 of 33- 
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3-methyl-5-phenyl-94rif(uoromethyI-lH-pyrazolo[4,3-clisoquinoline, 

3-methyl-5-pyridin-2-yl-9-trifluoromethyl-1HJ-pyra2olo[4,3-c]-i 

and 

3-methyl-5-(2,3,4,5»6-pentafluoro-phenyl)-1H-pyrazolo[4,3-cl-isoqujnoline. 

9. (withdrawn) The method as claimed In claim 6, wherein the disease condition 

is caused due to an inflammatory component 

1 0. (withdrawn) The method as claimed in claim 6, wherein the diseases are 

osteoarthritis, rheumatoid arthritis, asthma, irritable bowel disease, 
Alzheimer's disease, stroke, diat:)etes, atherosclerosis, multiple sclerosis, 
rejection reactions on the part of the body against a transplanted organ or 
rejection reactions on the part of the transplanted organ against the body. 

11. (currently amended) A pharmaceutical composition comprising a compound 

of the formula (I) 




(I) 

or a stereoisomeric form or a pharmaceutically acceptable salt of ttie 
compound of the formula 1, wherein 

A is -(Ci-C6)-alkyl. in which alkyl la straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by 

-0-R' or 
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-C(0)-0R\ 
-C(0)-NR^R\ 
-C(0)-NR^-S02R\ 
-NR^R\ 

-CN, in which is 
hydrogen, 

-(Ci-C6)'alkyl, 
-(C6-Ci4)aryl or 

fluoroall^l of the formula -CnHxFy or fiuoroalkoxy of 
the formula -OCnHxFy. wherein n is an integer from 1 
to 6, X is an integer from 0 to 1 2, y is an integer from 
1 to 13 and sum of x and y is 2n + 1, 

-o-r\ 

-SR\ 
-S(0)-R' 
-S(0)8-R^ 
-C(0)-OR\ 

fluoroallcyl of the fonnuia -CnHxFy or fiuoroalkoxy of the 

f omnula -OCnHxFy. wherein n is an integer from 1 to 6, x is 

an integer from 0 to 12, y is an integer from 1 to 13 and sum 

of x and y is 2n + 1 , 

-C(0)-NR'r\ 

-C(0)-NR"'-S02R\ 

-NR'R\ 

-CN, 

monocyclic or polycyclic heteroaryl having from 5 to 14 ring 
members, which contains i to 5 heteroatoms as ring 
members, wherein heteroatoms are selected from N, O and 
S, and in which heteroaryl is unsubstituted or optionally 
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substituted once or more, independently of each other, by 
R^, in which is 

-(Ci-C4)-alkyl, 

-OH, 

-0-(Ci.C4)-alkyl, 
halogen, 

-N(R^-R^ in which R^and R"^ are, independently of 
each other, hydrogen atom or -(Ci-C4)-allq^l, 

tluoroalkyl of the formula -CnHxFy or fluoroalkoxy of 
the fonnula -OCnHxFy, wherein n is an integer from 1 to 4, x is an 
Integer from 0 to 8, y is an integer from 1 to 9 and sum of x and y is 
2n + i, 



-CN. 

-SR\ 

-S(0)-R\ 

-S(0)2-R' or 
-C(0)-NR'r\ 

-(C3-Ce)"Gycloalkyl, in Which cyoloaikyi is 



unsubstltuted or substituted, once or more, independently of each 
other, by R^, and R^ is defined as above, 



monocyclic or bicyclic heterocycle having from 5 to 12 



ring members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heterocycle is unsubstituted or substituted, once or more. 
Independently of each other, by R^, and R^ is defined as above, 



Bis 



a covalent bond. 
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-C=CR^, 



C 



C 



-0(CH2)a-F in which a is an integer from 1 to 4, 



O. S, NR^, -0(0)-, -NR^-C(0)-, -C(0)-NRS -NR^-SOa-, 
-SOa-NR^-, -NR^-C{0)^NR^., and R^ is defined as above, or 

-(Ci-C4)-alkylene, in which allcylene Is straight-chain or 
branched and is optionally substituted, once or more, independently 
of each other» by R\ and R^ is defined as above, 

D is -(Ci-C6)-alkyl, in which alkyi Is straight-chain or branched and is 
optionally substituted, once or more, independently of each other, by 
R\ and R^ is defined as above, 

monocyclic or polycyclic heteroaryl having from 5 to 14 ring 
members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heteroaryl is unsubstituted or is substituted once or more, 
independently of each other, by R^, and is defined as above, 

monocyclic or bicyclio heterocycle having from 5 to 12 ring 
members, which contains 1 to 5 heteroatoms as ring memtjers, 
wherein heteroatoms are selected from'N. O and S, and in which 
heterocycle is unsubstituted or substituted, once or more, 
independently of each other, by R^, and R^ is defined as above, 

-{C6-Ci4)-ary|, in which aryl is unsubstituted or substituted, 
once or more, independently of each other, by R^, and R^ is defined 
as above, or 
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-(C3-C6)-cyoloalkyl, in which cycloalkyi is unsubstituted or 
substituted, once or more, independently of each other, by R^, and 
is defined as above, or 

B-D is hydrogen. 



f luoroalkyi of the formula -CnHxFy or fluoroalkoxy of the 
formula -OCnHxFy, wherein n is an Integer from 1 to 4, x is an integer 
from 0 to 8, y Is an Integer from 1 to 9 and sum of x and y Is 2n + 1, 

-(CH2)a-Y-R^. in which a is an integer from 1 to 4, Y is O, S, 
NR^ and R^ is 

-(CrCeValkyl, 
-(C6-Ci4)-aryl, 
-(C3-C6)-Gycloalkyli and 



-(Ci-Ce)-alkyl, or 

-(C6-Ci4)-aryl-(Ci-C6)-alkyl, in which aryl is unsubstituted or 
substituted, once or more, independently of each other, by R^, and R^ 
is defined as above, and 

X and Z are identical or different and are, fndependently of each other 
selected from: 



hydrogen atom, 

-(CrC4)-aikyl, 

-OH. 

-0-(Ci-C4-a!kyl), 
halogen, 



halogen. 



R(s 



hydrogen. 
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fluoroalkyi of the formula -CnH^Fy orfluoroalkoxy of the 
formula -OCnHxFy. wherein n is an integer from 1 to 6. x is an integer 
from 0 to 12, y is an integer from 1 to 13 and sum of x and y is 2n + 1, 
-C(0)-OR\ 

-C(0)-NR'r\ 

-C(0)-NR'-S02R\ 

-nr'r\ 

-NR^-C(0)-NR^R\ 

-NR'-C(0)-R\ 

-NR^-C(0)-0R\ 

-0-C(0)-NR^R^ 

-CN, 

-SR\ 

-S(0)-R\ 

-S(0)2-NR^R\ 

-NR^-S02-R\ in which R^ is as defined above, 

monocyclic or bicyclic heterocycle having from 5 to 12 ring 
memt>ers, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from O and S, and in which 
heterocycle is unsubstttuted or substituted, once or more, 
independently of each other, by R^, and R^ is defined as above, or 

-(C3-C6)-cyclQallcyl, in which cycloalkyi is unsubstituted or 

substituted, once or more, independently of each other, by R^ and R^ 

is defined as above, 

with the proviso that when 

A Is -(Ci-C6)-all<yl, in which alkyi is straight-chain or 
branched and is optionally substituted, once or 
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more, independently of each other, by -OR^ or - 
C(0)-0R\ in which R"^ io hydrogon^ (C^. Cb) a\WyU 

-0R\ In whioh i s as def i ned in thi s provtoo, 

-C(0)-0R\ In which R^ is a s dofined i n thic 
proviso hydrogen or -(Ci-C<^)-alkv[, or 

monocyclic or polycyclic heteroaryl having from 5 
to 14 ring members, which contains 1 to 5 
heteroatoms as ririg members, wherein 
heteroatoms are selected from N, O and S. arKi 
in which heteroary} is unsubstituted or optionally 
substituted once or more, independently of each 
other, by R^ in which 1^ is 

hydrog e n, 

-(Ci-C4)-alkyl, 

-OH, 

-0-(Ci.C4)-alkyl, 
halogen, or 

-N(RVR^ J" which and R"^ are, 
independently of each other, hydrogen atom or 
-(Ci-C4)-alkyl, then: 

B is not a covalent bond or -(Ci-C4)-alkylene. 



12. (original) The composition as claimed in clairH ii, wherein 

A is -(Ci-C3)-alkyI, in which alkyi is straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by 

-0-R\or 

-C(0)^0R\ in which R^ is 
hydrogen, 
-(Ci-C3)-alkyl, or 
-CF3 

f luoroalkyi of the formula -CnHxFy or f luoroalkoxy of the 
fonnula -OCnHxFy, wherein n Is an integer from 1 to 3, x is an 
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integer from 0 to 6, y is an integer from 1 to 7 and sum of x and y is 
2n + 1, 

B is a covalent bond or O, 

D is phenyl or naphthyl. in whicii phenyl or naphthyl is 
unsubstituted or substituted, once or more, independently of each 
other, by R^, In which Is 

fluorine, chlorine or bromine, 

-OH, 

-SR\ in which is defined as above, 

-(Ci-C4)-alkyl 

-0-(Ci.C2)-alkyl or 

-N(R^)-R^ in which R^and R'*'are, independently of each 
other, hydrogen atom or-(CrC3)-allcyl, 

heteroaryi selected from the group consisting of pyridyl, 
furanyl, pyrrolyl. isoxazolyl, benzofuranyl, benzothiophenyl, quinolinyl, 
Isoquinolinyl, quinoxalinyl and thiophenyl, in which heteroaryi Is 
unsubstituted or substituted, once or more, independently of each 
other, by R^ In which R^ Is defined as cLbove or 

-(C4-C6)-oyoloalky], in which cycloallcyl is unsubstituted or 
substrluted, once or more, independently of each other, by R^, and R^ 
is defined as above, or 

B-D is ({CH2)a-Y-R^, in which a is an integer from 1 to 2, Y Is O and R^ 
is ~(Ci<)3)-aJkyl, and 

R is hydrogen, 
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-(Ci-C3)-alkyl, or 
-phenyI-(Ci-C3)-alkyl, and 

X and Z are identical or different and are, independently of each other, 
hydrogen, -C(0)-0(Ci-C3)alkyl, -OCH3, -N(CH3)2 or halogen. 

13, (original) The composition as claimed in claim 11, wherein the compound of 
the formula I is selected from the group ooinsisting of: 
5-pyridin-2-yl-3-lrif luoromethyl- 1 H-pyrazolo[4,3-clisoquinoline, 
3-melhyl-5-(2-trifiuoromethyl-phenyl)-lH-pyrazolo[4.3-clisoquinoline. 
3-methyl-5-(3-trifluoromethyl-phenyl)-lH-pyrazolo[4,3-c]isoquinoline, 
3-methyl-5-(4-trifluoromethyl-phenyl)-1H-pyrazolol4,3-c]isoquinoline, 
1,3-dimethyl-5-{3-trmuoromethylphenyl)-1H-pyrazolo[4,3-c]-isoquinoline, 
5-phenyl-3-trifluoromethyl-1H-pyrazolo[4,3-olisoquinollne, 
1,3-dimethyl-5-(3-trtfluoromethy[pheny[)-1H-pyra20lof4.3-cHsoquinoline, 
1 ,3-dimethyl-5-(2,6-difluorophenyl)-1 H-pyra2olot4,3-cl-isoqulnoline, 
1 -benzyl-S-cyclohexyl-a-methyH H-pyrazoro[4,3-c]-isoquinoline, 
1 -benzyl-5-naphthyl-3-methy]-1 H-pyrazolot4,3-c]Hsoquinoline, 

5- methoxymethyl-3-methyH H-pyrazolo[4,3-c]-isoquinoline, 
7-methoxycarbonyl-3-methyl-5-phenyl-1 H-pyrazolo[4.3-cl-isoquinoline, 
7-methoxycarbonyl-3-methyl-5-pyrid[n-2-yl-lH-pyrazoloI4,3-cl- 

isoquinoline, 

7-d]methyIamino-3-methyl-5-phenyl-1H-pyra2olo[4,3-c]isoquinoline, 

7- dimethylamino-3-methyl-5-pyridin-2-yl-lH-pyrazolo[4,3-cl-isoqulnoline, 

6- dimethylamino-3-methyl'5-phenyl-1H-pyrazolo[4,3-c]isoquinoline, 
6-dimethylamino-3-methyl-5-pyridin-2-yl-1H-pyrazoiol4,3-cl-isoquinoline, 

8- dimethylamino-3-methyl-5-phenyl-1H-pyrazoIoI4,3-c]isoquinol[ne, 
8-dlmethylamino-3-methyl-5-pyridin-2-yl-1H-pyrazolo[4,3-cl-lsoqulnoline, 
1 ,3-dimethyl-5-(3-methyl-thiophen-2-yl)-1 H-pyrazolo[4,3-cI-isoquinoline, 
3-methyI-5-phenyl.9-trifluoromethyl-1H-pyrazolo[4,3-c]isoquinoline, 
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3-methyl-5-pyridin-2-yl-94rifluoromethyl-lH-pyra20lo[4,3-c}-isoqui^ 
and 

3-methyl-5-(2,3A5»6-p©maflLioro-phenyl)-1H-pyrazolo{4,3-cl-fe^ 

14. (withdrawn-currentiy amended) A method of treating a disease condition 
associated witli inflammation comprising administering to a patient 
suffering from said disease condition a tlierapeutically effective amount of 
a compound of formula (I): 

R 




or a stereoisomeric fonm or a phamiaceutically acceptable salt of the 
compound of the formula I, wherein 

A is -(Ci-C6)-alky(, in which alkyi is straight-chain or branched 
and is optionally substituted, once or more, independently of each 
other, by 

-O-R^ or 

-C(0)-OR\ 

-C(0)-NR'r\ 

-C(0)-NR^-S02R\ 

-NR^R\ 

-CN, in which R^ Is 
hydrogeri, 

-(Ci-C6)-alkyl. 
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-(Cs-Ci4)aryl or 

fluoroalkyl of the formula -CnHxFy or fluoroalkoxy of 
the formula -OCnHxFy, wherein n is an integer from 1 to 6, x 
Is an Integer from 0 to 12, y Is an integer from 1 to 13 and 
sum of X and y is 2n h- 1 ^ 
-0-R\ 
-SR\ 
-S(0)-R^ 
-S(0)2-R^ 
-C(0)-0R\ 

fluoroalkyl of the fonmula -CnHxFy or fluoroalkoxy of the 
formula -OCnHxFy, wherein n Is an integer from 1 to 6, x is 
an integer from 0 to 12, y is an integer from 1 to 13 and sum 
of x and y is 2n + 1. 
.C(0)-NR^R\ 

-C(0)-NR'-S02R\ 

-NR^R\ 

-CN, 

monocyclk: or polycyclic heteroaryl having from 5 to 14 ring 
members, which contains 1 to 5 heteroatoms as ring 
members, wherein heteroatortis are selected from N, O and 
S, and in which heteroaryl is tinsubstituted or optionally 
substituted once or more, independently of each other, by 
R^ in which is 

-(Ci-C4)-alkyl, 

-OH. 

-0-(Ci.C4)-alkyl, 
halogen, 

-N(R^)-R^ in which R^ and R"* are, independently of 
each other, hydrogen atom or-(Ci-C4>-alky], 
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f luoroalkyi of the formula -CnHxFy or fluoroalkoxy of 



the formula -OCnHxFy, wherein n is an integer from 1 to 4, x is an 
integer from 0 to 8, y is an integer from 1 to 9 and sum of x and y is 
2n + 1, 



-CN, 

-S(0)-R\ 
-S(0)2-R^ or 
-C(0)-NR^R\ 

'-(C3-C6)-Qycloalkyl, in which cycloalkyi is 



unsubstituted or substituted* once or more, independently of each 
other, by R^, and R^ is defined as above, 



monocyclic or bicyclic heterocycle having from 5 to 12 



ring members, which contains 1 to 5 heteroatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heterocycle is unsut>stituted or substituted, once or more, 
independently of each other, by R^, and R^ is defined as above, 

B is a covalent bond, 



-0(CH2)a-i in which a is an integer from 1 to 4, 

O, S, NR^ -C(0)-, -NR^-C(O)-, -C(0)-NR^-. -NR^-SOg-, 
-SOg-NR^-, -NR^-<J(0)-NR^', and R^ is defined as above, or 

-(Ci-Cd)-alkylene, in which alkylene is straight-chain or 
branched and is optionally substituted, once or more, independently 
of each other, by R\ and R^ is defined as above, 



-C=CR'-. 



C 



C 
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D is -(Ci-C6)-all<yl, in which alkyi is straight-chain or branched and is 
optionally substituted, once or more, independently of each other, by 
r\ and is defined as above, 

monocyclic or polycyclic heteroaryl having from 5 to 14 ring 
members, which contains 1 to 5 heterdatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heteroaryl is unsubstrtuted or is substituted once or more, 
Independently of each other, by R^, and is defined as above, 

monocyclic or bicyclic heterocycle having from 5 to 12 ring 
members, which contains 1 to 5 heteraatoms as ring members, 
wherein heteroatoms are selected from N, O and S, and in which 
heterocycle is unsubstrtuted or substituted, once or more, 
independently of each other, by R^, and R? Is defined as above, 

-(C6-Oi4)-aryl, in which aryl is unsubstituted or substituted, 
once or more, independently of each other, by R^, and R^ is defined 
as above, or 

-(C3-C6)-cycloalkyl, in which cycloalkyi Is unsubstituted or 
substituted, once or more, independently of each other, by R^ and R^ 
is defined as above, or 

B-D is hydrogen, 
halogen, 

f luon^alkyl of the fomiula -CnHxFy or fluoroalkoxy of the 
fomnula -OCnHxFy, wherein n is an integer from 1 to 4, x is an integer 
from 0 to 8, y is an integer from 1 to 9 and sum of x and y is 2n + 1 , 
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-(CH^)a-Y-R^ In Which a Is an integer from 1 to 4, Y is O, S. NR^, and 

-(Ci-C6)-alkyl. 
-(C6-Ci4)-aryl, 

-(C3-Oe)-cycloalkyl, and 

R is hydrogen, 

-(Ci-Ce)-alJ<yI, or 

-(Ce-Cid)-aiyl-(Ci-C6)-aikyl. fn which aryl is unsubstituted or 
substituted, once or more, independently of each other, by R^ and 
is defined as atMve, and 

X and Z are identical or different and are, independently of each other 
selected from: 

hydrogen atom, 

-{Ci-C4)-alkyi, 

-OH, 

-0-(CrC4-alkyl). 
halogen, 

f luoroalkyi of the fomnula -CnHxFy or fluoroalkoxy of the 
formula -OC„HxFy, wherein n is an integer from 1 to 6, x is an integer 
from 0 to 12, y is an integer from 1 to 1 3 and sum of x and y is 2n -i- 1 , 
-C(0)-0R\ 

-C(0)-NR^R\ 

-C(0)-NR^-S02R\ 
-NR^R\ 

-NR'-C(0)-NR^R\ 
-NR^-C(0)-R\ 
-NR^-C(0)-0R\ 
-0-C(0)-NR'R\ 
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-CN, 

.sr\ 

-S(0)-R\ 
-S(0)2-R\ 

-S(0)2-NR'R\ 

-NR^-SOjrR\ in which R^ is as defined above, 

monocyclic or biovcllc h eterocvde having from 5 to 12 ring 
members, which contains 1 to 5 heterdatoms as ring members, 
wherein heteroatoms are selected from N. O and S. and i n which 
heterocycle is unsubstituted or subsfrtuted, once or more, 
independently of each other, by R^, and R^ is defined as above, or 

''(C3-C6)-oycloalkyl, in which cycloalkyi is unsubstituted or 

substituted, once or more, independently of each other, by R^, and R^ 

is defined as above^ 

with the proviso that when 

A is -(Ci-C6)-alkyl, in \?vhich alkyi is straight-chain or 
branched and is optionally substituted, once or 
more, independently of each other, by -O-R^ or - 
C(0)-0R\ in which R" * ^ io hydrogoPi (C.4. - Cq) alky I , 

'0-R\ in which R" * " i o ac dofinod in this provi s o, 

-C(0)-0R\ in which R^ is as d e fin e d in this 
proviso hvdroQen or -(Ci-CgValkvl. or 

monocyclic or polycyclic heteroaryl having from 5 
to 14 ring members, which contains 1 to 5 
heteroatoms as ring members, wherein 
heteroatoms are selected from N, O and S, and 
in which heteroaryl is unsubstituted or optionally 
sutjstituted once or more, independently of each 
other, by R^. In which R^ is 
hydrog e n, 

-(Ci-C4)-alkyl. 
-OH, 
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-0-(Ci.C4)-alkyl. 
halogen, or 

-N(R®)-R^, In which and R* are, 
independently df each other, hydrogen atom or 
-(Ci-C4)-alkyl* then: 



15. (withdrawn) The method as ciaimed in claim =14 wherein 



A rs -(Ci-C3)-allcyl, in which allcyl is straight-chain or branched 
and Is optionally substituted, once or more, independently of each 
other, by 

-0-R\or 

-C(0)-0R\ In which R^ is 



fluoroalk\rt of the formula -CnHxFy or f luoroalkoxy of the 
formula -OCnHxFy, wherein n is an iMegerfrom 1 to 3, x is an 
integer from 0 to 6. y is an integer from 1 to 7 and sum of x and y is 
2n + l, 



D Is phenyl or naphthyl. In which phenyl or naphthyl is 
unsubstituted or substituted, once or more, independently of each 
other, by R^, in which R^ is 



B is not a covalent bond or -<Ci-C4>-alkylene. 



hydn^gen, 
-(Ci-C3)-alkyl, or 
-CF3 



B 



Is a covalent bond or O, 



fluorine, chlorine or bromine, 

-OH. 

■CFa, 
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-SR\ In which is defined as above, 

-(Ci-C4)-alkyl 

-0-(Ci.C2)-alkyl or 

-N(R®)^R^ in which R^and R"* are, independently of 
each other, hydrogen atom or-(Ci-C3)-alkyl, 

heteroaryl selected from the group consisting of 
pyridyl, furanyl, pyn-olyl, faoxazolyl, benizofuranyl, benzothiophenyl, 
quinolinyl, isoquinolinyl, quinoxalinyl and thiophenyl, in which 
heteroaryl is unsubstituted or substituted, once or more, 
independently of each other, by R^ in which is defined as above or 

-(C4-C6)-cycloalkyl, in vJhlch cycloalkyi is 
unsubstituted or substituted, once or more, independently of each 
other, by R^. and R^ is defined as above, or 

B-D is ((CH2)a-Y-R^. in which a Is an integer from 1 to 2, Y is O and R^ 
is -(Ci-C3)-a]kyl, and 

R is hydrogen, 

'(Ci-C3)-aikyl, or 
i:>henyl-(Ci-C3)-alky!, and 

X and Z are identical or different and are, independently of each other, 
hydrogen, -C(0)-0(Ci-C3)alkyl. -OCH3, -N(CH3)2 or halogen. 

16. (withdrawn) The method as claimed in claim 14, wherein the compound of 
formula (I) is selected from the group consisting of: 
5-pyrjdln-2-yl-3-trifluoromethyl-1H-pyra2olo[4,3-c]isoquinoline, 
3-methyl-5-(2-trifluoromethyl-phenyl)-lH-pyra2olo[4,3-c]isoqu[noline, 
3-methyl-5-(3-trifluoromethyt-phenyl)-1 H-pyrazolo[4,3-cIlsoquinoline, 
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3-methyl-5-(4-trifluoromethyl-phenyl)-1H-pyrazolo[4,3-c]!Soquinoline, 

1 ,3-dimethyl-5-(3-trifluoromethylphenyl)-1 H-pyrazolo[4,3-c]-isoquin^ 

5-phenyl-3-trffluoromethyl-1H-pyrazolo[4,3-b]isoquinoIine, 

1 ,3-dimethyl-5-(3-trifluoromethylphenyl)-1 H-pyrazolo[4,3-c]-isoquinoline, 

1 .3-€limethyl-5-(2,6-clifluorophenyl)-1 H-pyrazo]o[4,3-c]-i8oquinoline, 

1 -benzyl-5-cyclohexyI-3-methyl-1 H-pyrazolo[4,3-c}-isoquinoline, 

l-benzyl-5-naphthyl-3-methyl-1H-pyrazolo[4,3-chlsoquinoline, 

5- methoxymethyl-3-methyl-1H-pyrazolo[4,3-cl-lsoquinoline, 
7-methoxyoarbonyl-3-methyl-5-phenyI-1H'-pyrazolo[4,3-c]-isoquinoline, 
7-methoxycarbonyl-3-methyI-5-pyridin-2-yl-1 H-pyrazolo[4^3-^l" 
isoquinoline, 

7-dimethyIamino-3-methyl-5-phenyI-1H-pyr&zolo[4,3-c]isoquinoIine, 

7- dimethylamlno-3-methyl-5-pyrldin-2-yl-1Hi>yrazolo[4,3-c]-isoqulnol 

6- dim6thylamino-3-niethyl-5-phenyl-lH-pyriazolo[4,3*-c]isoquinoline, 
6-dimethylamino-3-methyl-5-pyridin-2-y)-1H-pyrazoIo[4,3-cl-lsoq 

8- dimethylamino-3-methyl^-phenyl-1H-pyrazolo[4,3-c]isoquinoline, 
8-dimethylamino-3-methyl-5-pyridin-2-yl-1 H-pyrazolo[4,3-cl-isoquinoline, 
1 ,3-dimethyl-5-(3-methyl-thiophen-2-y!)-1 H-pyrazolo[4.3-c]-isoquinoline. 
3-methyl-5-phenyl-9-trifluoromethyM H-pyrazolo[4|3-c]isoquinoline, 
3-methyl-5-pyridin-2-yl-9-tiinuoromethyl-1H-pyrazolo[4,3-cl-isoquinoline, 
and 

3-methyl-5-(2,3A5,6-pentafluoro-phenyl)-1H-pyrazoIo[4,3-cl-isoqu[noline. 

17. (canceled) 

18. (withdrawn) The method as claimed in claim 14, wherein the disease 

condition Is selected from the group consisting of multiple sclerosis, 
atherosclerosis, inflammatory trowel disease, Alzheimer's disease, strol<e 
and diabetes. 
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19. (Withdrawn) The method as claimed in claim 18, wherein the disease 

condition Is multiple sclerosis. 

20. (withdrawn) The method as claimed in claim 18, wherein the disease 

condition is atherosclerosis. 

21. (withdrawn) The method as claimed in claim 18, wherein the disease 

condition Is Inflammatory bowel disease. 

22. (wittidrawn) The method as claimed in claim 18, wherein the disease 

condition is Alzheimer's disease. 

23. (withdrawn) The method as claimed in claim 18, wherein the disease 

condition Is stroke. 

24. (withdrawn) The method as claimed in claim 18, wherein the disease 

condition is diabetes. 
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